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® Use of lithium In the treatmerrt or propty^ eorrtagloaum. 

@ The praaanj Invention pravMce uaa of a ptiyaloJoglcaey acceptable Itthkm compound to the 
manufecture of a me d icamen t for uaa in the treatment and/or prophyiaxia of MoJluacum Contagtoaum. 

It also extends to pttaimaceutlcal oompoattona comprising a priysMogfcaily acoaptabla Othfum 
compound together wth at least one karatolyOc andfor akin penetration assisting agent and at least one 
phaimaceutJcaJy acceptable carrier or exdplenL 
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The present invention relates to the treatment of skin disorder* and in particular to a new medical use for 
litfilum In the treatment of MoUuscum Contagiosum. 

Mdluscum Contagiosum Is a common infectious skta disease caused by a pox virus. It occurs predomi- 
nantly in children and is characterised by the appearance on the body of tabulated epidermal outgrowths or 
8 lesions. These lesions, which are the result of excessive cellular proliferation stimulated In th keraHnocyte layer 
by vims which has entered through the skin, appear as white shining papules, 5»10mm In diameter. 

Each lesion, which may have a central pore, contains within its centre dead skin ceils which have been 
kffled by the virus. 

Infections commonly last for 6-12 months but the condition can tn certain cases persist for as long as 3-4 
io years. During this time, hew crops of lestoneappear, each lesion growing dowry for 6-12 weeks and persisting 
far an average of 3-4 months. 

At present there Is no drug treatment for MoDuscum Contagiosum; the virus to resistant to the commonJy 
used antWirsi agents which are effective in treating other viral infections and the disease is treated only by 
surgical removal of the lesions e.g. by cryotherapy. This can be painful and distressing, particularly for chldren, 
15 and does not of course prevent the reappearance of fresh lesions. 

A need therefore exists far an Unproved method of treating MoUuscum Contagiosum and particularly for a 
treatment which acts at the level of the underlying condition Le. by combatting the Infecting virus. 

We have now surprisingly found that lithium is particularly useful In the treatment of MoUuscum Con- 
tagiosum. In particular our studies have shown that lesions on infected individuals are reduced in number and 
ao eventually disappear upon topical application of Itthkirn-containing preparations to the affected area, and that 
the treated area remains clear. In other words the reappearance of new lesions Is prevented. 

In one aspect the present Invention ttierefbre provides me use of a p^ 
pound, e.g. a water and/or lipid soluble lithium salt In the manufactore of a rnedlcament for use In the treatment 
and/or prophylaxis of MoUuscum Contagiosum. 
23 In a second aspect there is provkM am 

to combat Moluscum Contagiosum, said treatment comprising topically administering a physWogtealy accept- 
able lithium compound to affected areas on said body. 

AthW aspect of the Invention pro vfctoe use tf^ 
ment and/or prophylaxis of MoUuscum Contagiosum. 
so In the medical flekUlm^ 

ric disorders, most notably marfodepreeaive Knees, but including also achteophrenia, atohonam and certain 
dementias. 

More recently lithium has been proposed for the treeJnwrt of Herpes Infections andoertsin dermatitis skin 
conditions, as described for example in EP-A 013512 and EP-A 013126. 
36 It la widely acknowledged however that lithium rtaa toxic side effects and that the margin between therapeu- 
tic efncacy and toxicity is narrow. Indeed, It Is usual to administer lithium only underdose medical supervision. 

Thus, in the absence of a strong positive indication of a beneficial activity against a given condition, lithium 
Is not a drug which would be routinely administered as a matter of choice. 

It was not therefore an obvious candidate in the search for a therapy for MoUuscum Contagiosum. 
40 Moreovw, Its etn^^ In mia regard was b 
cannot readSy be extrapolated to a predl 

mg Herpes infections provided no expectation of a simiar efncacy tn treating MoUuscum Contagiosum. This la 
borne out by observations that acyclovir, the most dlnlcaiy effective drug in treaiirig Heipeeheenoeffecton 

MoUuscum Contagiosum. 

45 Lithium may be administered according to the Invention In any form which wfll effectively deliver it to the 
virally infected area, although toonjanic and organic salts are generally preferred. Suitable examples of organic 
and Inorganic salts Includes lithium succinate, Ikhium chloride, lithium carbonate and lithium orotate, lithium 
succinate being generally preferred. 

It may also be useful in certain droumstancea to administer the lithium In the form of a salt with a poryun- 

so saturated fatty add, preferably a C 19 _j2 polyunsaturated fatty add such aa gammallnolenlc or dlhomogammail- 
ndenic add. This has the benefit that, being in a form which is both water and lipid soluble, the lithium is more 
effectively delivered across cell membranes, and at the same time can be easily formulated Into aqueous-based 
non-greasy compositions. 

Lithium is generally employed according to the present invention in the form of any pharmaceutical formu- 
55 lation suitable for topical administration. Thus for example, topical pharmaceutical compositions for use accord- 
ing to th present invention may be formulated in conventional manner as intmenta, creams, lotions, gels, 
sprays, salves, sticks, soaps or any other appropriate vehides. Thus, the chosen lithium compound may be 
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incorporated, optionally together with other active substances, with ne or more conventional carriers, exci- 
pients or formulation aids. Suitable composition include for example those disclosed in EP-A-0289204 (Efamof 
Holdings PLC), 

In a fourth aspect the present invention therefore provides a topical pharmaceutical composition for use 
0 in the treatment and/or prophylaxis of Molfuscum Contagtoeum, said oompoaftion comprising a physiologicaJry 
acceptable lithium compound together with at least one pharmaceuticafly acceptable carrier or exdplent 

Benefits in fithium delivery may atoo be obtained by formulating the lithium with a skin penetration-assisting 
or keratorytic agent to aid transdermal passage of the lithium. Suitable keratorytic agents may be basic or acidic 
and include urea and salicylic acid. Suitable skin penetration-assisting agents Include dtmethytoulphacetamide 
10 or more preferably dimethytsutphoxioe (DMSO). 

Such phanrtaceutfcal compositions comprising a phyaWogicaly acceptable Ithiurn compound together 
with at toast one keratorytic and/or sMrH* n et ra tior*asslsting agent and at least one phafmaceuticaly accept- 
able carrier or excipient form a fifth aspect of the invention. 

The precise concentrations of lithium in the topical compositions of the invention wil depend of course on 
15 a number of factors Including for example, the severity of the condition to be treated, the form of Ifthium used 
and the physical nature of the pharmaceutical composition. Generally however an effective lithium concen- 
tration in the composition is 0.001 to 10% lithium ion, preferably 0.005 to 6% f and most especiafly preferably 
0.3 to 2%. 

The invention wil now be described with reference to the foBowing non-fimUng examples in which al per- 
20 centage, parts and ratios are by weight unless otherwise specified: 

EXAMPLES 

The Examples which follow illustrate the practice of this invention. In afl cases the patients were treated 
25 twice daty with lithium succinate c^itmsm (l^) containing 8% lithium suociruto in a wcot atohois ointment 
base. 

Example 1 

90 A four month old boy presented with 1 3 MC lesions on the trunk and arms: repealed crops of these lesions 
had appeared over the previous four month* LSO we* applied twiosd 
skin. After sbc weeks there were only two lesions and after 12 weeks none. 

Example 2 

38 

A four month old boy presented with severe MCwtth 55 lesions on the axflae, groins and legs. These were 
obviously causing him severe distress. Orty 8 reiratoed after six weeks t^ 
eliminated after 12 weeks. 

40 Example 3 

A2yearold boy presented with MC. to 
appearing over the previous two months. He was treated twice dafly wth LSO ointment After 11 weeks only 
6 lesions were left, after 17 weeks 3 Jeskm 

45 

Example 4 

A seven year old girl with persistent MC which had lasted for over a year presented with 14 lesions. After 
1 2 weeks only four lesions were left and after 24 weeks ail lesions had disappeared. 

50 

Examples 

A five year old girl who had had persistent MC for over a year presented with 9 lesions on the buttocks. 
Ail lesions disappeared after treatment with LSO for 1 0 weeks. 
55 The examples which follow Blustrate pharmaceutical compositions according to the invention: 
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Exampl 6 

A gd formulation comprising carbopol 934A (Goodrich) a gelling agent to prepared having the following 

composition: 



Lithium succinate 7% by weight 

10* by weight 

Carbopol 934P 1% by weight 

Diaethylsulphoxide (DHSO) 65% by weight 

Triethanolamine - qs to pH 6.8% (approx. 0.15 ml) 
Distilled water fid 100% by weight 

A solution of lithium succinate In DMSO Is prepared and Is admixed with the remaining components In con- 
ventional manner. 

Example 7 

A get composition comprising salicylic acid as the keratolytic agent is prepared with the following compo- 
sition: 

Lithium succinate 7% by weight 

Salicylic acid 2% by weight 

Klucel HP 2.5% by weight 

Diaethylsulphoxide 65% by weight 

Macrogol 300 is% by weight 

Distilled water ad 100% by weight 



Claims 



1. Use of a physiologically acceptable lithium compound in the manufacture of a medicament for use in the 
treatment and/or prophylaxis of MoOuscum Contagioetm 

Z Use as claimed in deim 1 of a water and/or lipid soluble lithium sett. 

3. Useasclaimedlndaim2wt)ereinthefthru^ 

carbonate, lithium orotate and lithium salts of polyuns a t u r a ted tatty adds. 

4. Use as claimed in daim 3 wherein said lithium salt to lithium gammaiinoienate or lithium dihomogammafi- 

nolenate. 

5. Use as daimed in any one ofdaims 1 to 4 for the manufacture of a medicament comprising 0.001 to 10% 

lithium ion. 

6. Use as daimed in any one of daims 1 to 5 for the manufacture of a medicament comprising 0.3 to 2% 

lithium ion. 

7. A pharmaceutical composition comprising a physiologically acceptable lithium compound together with at 
least n keratolytic and/or skin penetration assisting agent and at least ne pharmaceutical^ acceptable 
carrier or exdplent 
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A composition as daimed In claim 7 wherein said keratolytlc agent is selected from urea and salicylic add. 

A composition as daimed In daim 7 or dalm 8 wherein said skin penetration-assisting agent Is selected 
from dknethylsutphaoetBmide and dimethytsulphoxide. 
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@ Use of lithium In the treatment or prophylaxis of Mofluseum contaglosum. 

@ The present invention provides use of a 
physiologically acceptable Othlum compound In 
the manufacture of a medicament for use in the 
treatment and/or prophylaxis of Mofluseum 
Contagiosum. 

It also extends to pharmaceutical com po- 
sitions comprising a priyakxogfcaly acceptable 
lithium compound together with at least one 
keratotytlc ancVor skin penetration assisting 
agent and at least one prtarmaoeutteatly accept- 
able carrier or exdpient 
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